Genetic linkage of generalised resistance to thyroid hormone (GRTH) to the human thyroid receptor beta 1 gene has been identified. To date 38 different mutations in several kindreds have been documented. We report on a family with GRTH displaying an adenine for guanine substitution at nucleotide 1234 resulting in a threonine for alanine substitution at codon 317 of exon 9. This mutation has been described for different phenotypes, suggesting that the heterogeneity in GRTH may be the result of multiple genetic factors. (JMed Genet 1995;32:393-395) Children's
Generalised resistance to thyroid hormone (GRTH) was first described by Refetoff et all in 1967 and is characterised by raised circulating levels of thyroid hormone with normal or inappropriately raised levels of thyroid stimulating hormone (TSH) Case report An 8 year old girl was admitted to our hospital with a goitre and raised thyroid hormone levels. Physical examination showed her to be a physically and mentally normally developed girl with a visible goitre. Ultrasound examination of the thyroid gland showed an enlargement of both thyroid lobes (left lobe 7-1 ml, right lobe 9-3 ml). Laboratory results showed raised triiodothyronine (T3), thyroxine (T4), free T3, free T4, and thyroid stimulating hormone (TSH) levels. TSH response 30 minutes after application of thyrotropin releasing hormone (TRH) was exaggerated ( The 32 year old physically and mentally normally developed father underwent a physical examination because of a visible goitre. An enlargement of the thyroid gland became clinically relevant for the first time at the age of 8 years. Treatment with thyroid hormone was begun in another hospital, but discontinued by the patient after a few months. The enlargement of the thyroid gland increased and eight years later large parts of the thyroid gland were resected. Following the diagnosis of hyperthyroidism treatment with antithyroid drugs was started, but discontinued after a few months. At the time the patient presented in our clinic, the thyroid gland was again enlarged (left lobe 67 ml, right lobe 46-5 ml). T3, free T3, T4, free T4, basal TSH, and TSH response to TRH were raised (table) . Treatment with L-thyroxine 225 jg daily was started. Basal TSH, TSH response to TRH, and the volume of the thyroid gland decreased nine months later.
The 3 year 8 month old boy of the GRTH family was also examined. Physical findings were normal but ultrasound assessment showed a slightly enlarged thyroid gland (left lobe volume 3-6 ml, right lobe 3-1 ml). Laboratory results showed raised T3, free T3, T4, free T4, basal TSH levels, and an exaggerated TSH response to TRH ( reported on a large kindred with GRTH within which the first degree relatives without a mutation in the thyroid receptor gene had significantly higher serum levels of thyroid hormone than genetically unrelated family members exposed to similar environmental conditions. The authors concluded that genetic variability of factors that contribute to the action of thyroid hormone may modulate the phenotype of GRTH.410 Further investigation of these factors and their role in thyroid hormone action is necessary to elucidate the phenotypic variability within and between kindreds with GRTH.
